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(57) ABSTRACT 
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therapeutics, prognostic and diagnostics methods for treat- 
ing blood pressure related disorders as well as various types 
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ABSTRACT 



Polymeric crosslinking agents are disclosed that have an 
inert water soluble polymeric component, biodegradable 
components, functional components reactive with chemical 
groups on a protein, for example, amine or thiol groups. The 
inert polymeric component may be flanked at each end with 
a biodegradable component which is flanked at each end 
with a protein reactive functional component. A polymeric 
crosslinking agent is disclosed having a biodegradable 
component, polyalkylene oxide, and at least three reactive 
functional groups that are each capable of forming a cova- 
lent bond in water with at least one functional group such as 
an amine, thiol, or carboxylic acid. 
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ABSTRACT 



The present invention provides reagents for use in an 
automated environment for removing or etching embedding 
media by exposing a biological sample to be stained in 
histochemical or cytochemical procedures without the 
dependence on organic solvents. The reagents comprise 
components optimized to facilitate removal or etching of the 
embedding media from the biological sample. The present 
invention also provides reagents for use in an automated 
environment for cell conditioning biological samples 
wherein the cells are predisposed for access by reagent 
molecules for histochemical and cytochemical staining pro- 
cedures. The reagents comprise components optimized to 
facilitate molecular access to cells and cell constituents 
within the biological sample. 

16 Claims, 8 Drawing Sheets 



-J— 



zzi 



1ZI 



I III II I lllllll III I II II III II i ll I I 

US006800604B2 

(12) United States Patent m Patent No,: us 6,800,604 B2 

Gurney et al. (45) Date of Patent: Oct. 5, 2004 



(54) POLYPEPTIDES THAT INHIBIT HUMAN 
SERUM-INDUCED CLEAVAGE OF 
HEPATOCYTE GROWTH FACTOR 

(75) Inventors: Austin L. Gurney, Belmont, CA (US); 

Daniel K. Kirchhofer, Los Altos, CA 
(US); William I. Wood, Hillsborough, 
CA (US) 

(73) Assignee: Genentech, Inc., South San Francisco, 
CA(US) 

( * ) Notice: Subject to any disclaimer, the term of this 
patent is extended or adjusted under 35 
U.S.C. 154(b) by 105 days. 

(21) Appl. No.: 09/742,201 

(22) Filed: Dec. 19, 2000 

(65) Prior Publication Data 

US 2002/0123091 Al Sep. 5, 2002 

Related U.S. Application Data 

(60) Provisional application No. 60/253,665, filed on Nov. 28, 
2000. 

(30) Foreign Application Priority Data 

Feb. 11, 2000 (WO) PCT/US 00/03565 

Mar. 15, 2000 (WO) PCT/US 00/06884 

(51) Int. CI. 7 C07K 14/00; A61K 38/00 

(52) U.S. CI 514/2; 530/300; 530/350; 

514/12; 424/85,1; 424/198.1 

(58) Field of Search 530/300, 350, 

530/351; 514/2, 12; 424/85.1, 184.1, 192.1, 

198.1 

(56) References Cited 

U.S. PATENT DOCUMENTS 



4,736,866 


A 


4/1988 


Leder et al. 


4,873,191 


A 


10/1989 


Wagner et al. 


5,573,762 


A 


1V1996 


Ferrara et al. 


5,610,134 


A 


3/1997 


Clark et al. 


5,624,806 


A 


4/1997 


Baker et al. 


5,650,282 


A 


7/1997 


Keating et al. 


5,661,122 


A 


8/1997 


Clark et al. 


5,773,223 


A 


6/1998 


Shyamala et al. 


5,773,414 


A 


6/1998 


Cody et al. 


5,935,924 


A 


8/1999 


Bunting et al. 



EP 

WO 

WO 



FOREIGN PATENT DOCUMENTS 

0 759 467 A 2/1997 
97/12629 4/1997 
01/05972 Al 1/2001 

OTHER PUBLICATIONS 



Kataoka et al. Hepatocyte growth factor activator inhibitor 
type 1 is a specific cell surface binding protein of hepatocyte 
growth factor activator (HGFA) and regulates HGFA activ- 
ity in the pericellular microenvironmentJ Biol Chem 
275(51):40453-40462,2000. + 

Hamasuna et al. Reduced expression of hepatocyte growth 
factor activator inhibitor type-2/placental bikunin (HAI-2/ 
PB) in human glioblastomas: implication for anti-invasive 
role of HAI-2/PB in glioblastoma cells. Int J Cancer 93: 
339-3435, 2001.* 

Adamis et al., "Inhibition of Vascular Endothelial Growth 
Factor Prevents Retinal Ischemia-Associated Iris Neovas- 
cularization in a Nonhuman Primate" Arch. Opthalmology 
114(1):66-71 (1996). 

Aiello et al., "Vascular endothelial growth factor in ocular 
fluid of patients with diabetic retinopathy and other retinal 
disorders" New England J. of Medicine 331(22): 1480-1487 
(1994). 

Berkman et al., "Expression of the vascular permeability 
factor/vascular endothelial growth factor gene in central 
nervous system neoplasms"/. Clin. Invest. 91(1):153-159 
(1993). 

Betocchi et al, "Effects of Diltiazem on left ventricular 
systolic and diastolic function in hypertrophic cardiomyopa- 
thy" Am. /. Cardiol 78:451^57 (1996). 
Boznak, M. Can. J. Biochem. Physiol. 33:985-994 (1955). 
Bonow et al., "Verapamil-induced improvement in left 
ventricular diastolic filling and increased exercise tolerance 
in patients with hypertrophic cardiomyopathy: short- and 
long-term effects" Circulation 72:853-864 (1985). 
Borgstrom et al., "Complete inhibition of angiogenesis and 
growth of microtumors by anti-vascular endothelial growth 
factor neutralizing antibody: novel concepts of angiostatic 
therapy from intravital videomicroscopy" Cancer Research 
56(17):4032-^039 (1996). 

(List continued on next page.) 

Primary Examiner — Elizabeth Kemmerer 

Assistant Examiner — Bridget E. Bunner 

(74) Attorney, Agent, or Firm— Paul Naik; Craig Svoboda 



(57) 



ABSTRACT 



Falkenberg et al. Expression of a functional proteinase 
inhibitor capable of accepting xylose: bikunin. Arch Bio- 
chem Biophys 387(1):99-106, 2001.* 



Compositions and methods are disclosed for stimulating or 
inhibiting angiogenesis and/or cardiovascularization in 
mammals, including humans. Pharmaceutical compositions 
are based on polypeptides or antagonists thereto that have 
been identified for one or more of these uses. Disorders that 
can be diagnosed, prevented, or treated by the compositions 
herein include trauma such as wounds, various cancers, and 
disorders of the vessels including atherosclerosis and cardiac 
hypertrophy. In addition, the present invention is directed to 
novel polypeptides and to nucleic acid molecules encoding 
those polypeptides. Also provided herein are vectors and 
host cell comprising those nucleic acid sequences, chimerie 
polypeptide molecules comprising the polypeptides of the 
present invention fused to heterologous polypeptide 
sequences, antibodies which bind to the polypeptides of the 
present invention and to methods for producing the polypep- 
tides of the present invention. 
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ABSTRACT 



Fusion proteins containing coiled-coil heterodimerization 
domains substituted for modular protein binding domains 
useful for validating functionally relevant protein-protein 
interactions, directing enzymes to specific substrates, and 
screening fusion libraries for functionally important inter- 
action partners. 
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